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and furosemide in various combinations. The patient was re-
ferred for surgical treatment.
However, before the surgery could be performed, the patient
had an episode of fever and right lumbar pain associated with
a rise in the serum creatinine to 160 to 190 mmol/L (1.8 to 2.2
mg/dL). Renography demonstrated a decrease in function of
the right kidney. A second renal angiogram showed an occlu-
sion of the right renal artery (not amenable to percutaneous
transluminal angioplasty) and an unchanged stenosis on the
left (Fig. 1B). Plasma renin activity was 25.4 ng/h/mL in the
right renal vein, 5.9 ng/h/mL in the left vein, and 5.2 ng/hr/mL
in the vena cava. His blood pressure was reduced to 160/85–100
mm Hg by treatment with metoprolol, pinacidil, furosemide,
and spironolactone. In addition, the patient received acetylsali-
cylic acid, 150 mg daily. Nephrectomy of the right kidney was
performed, and a saphenous vein bypass graft was constructedCASE PRESENTATION
between the aorta and the left renal artery distal to the stenosis.
A 58-year-old man had a routine health examination at his Postoperatively, his blood pressure was 130–150/90–95 mm Hg
general practitioner’s office. The blood pressure was 220/150 without antihypertensive therapy; the serum creatinine fell to
mm Hg. His blood pressure had been normal at a similar 110 to 120 mmol/L (|1.3 mg/dL).
examination three years previously. Fifteen months later, the patient’s diastolic blood pressure
The patient was referred to hospital. Evaluation revealed: rose to a level of 120 to 130 mm Hg despite resumption of
grade-3 hypertensive changes in the retina; a cardiothoracic antihypertensive treatment. Abdominal angiography showed
ratio of 18/36 on chest x-ray; left-ventricular hypertrophy on occlusion of the saphenous vein bypass graft and progression
the electrocardiogram; slight dilation and hypertrophy of the of the stenosis of the left renal artery (Fig. 1C). Surgery was
left ventricle on echocardiography; serum creatinine, 100 to attempted to construct a spleno-renal anastomosis, but the
130 mmol/L (1.1 to 1.5 mg/dL); serum potassium, 2.7 mmol/L; blood flow in the anastomosis intraoperatively was low due to
urine protein excretion of 1.0 to 1.5 g/L; and normal microscopy atherosclerosis of the splenic artery. Therefore, reconstruction
of the urine. Renography showed that the right kidney’s func- of the left renal artery was done using synthetic materials.
tion was 25% of the total renal function, both with and without Postoperatively, his blood pressure was 135/90 mm Hg, serum
furosemide and without antihypertensive therapy. Renal vein creatinine was 120 to 130 mmol/L (|1.4 mg/dL), and treatment
catheterization was performed for determination of renin con- consisted of metoprolol, bendroflumethiazide, and acetylsali-
centration; plasma renin concentration was 260 mIU/L in the cylic acid.
right renal vein, 62 mIU/L in the left renal vein, and 96 mIU/L Two years later, the patient’s course was complicated by a
in the arterial plasma. Conventional renal angiography showed cerebrovascular insult, with aphasia and hemiparesis on the
atherosclerosis of the aorta, bilateral renal artery stenosis, and right side due to an infarction in the left cerebral hemisphere.
a small right kidney. On the left side, the stenosis was 7 mm Rehabilitation was partly successful, but some neurologic defi-
long; it started 7 mm after the ostium, and the diameter of the cits remained. He regained his ability to walk but required a
arterial lumen was reduced to 4 mm. On the right side, a very cane. He also recovered the power of speech with very little
severe stenosis was demonstrated at the ostium (Fig. 1A). dysarthria.
Blood pressure was difficult to control despite treatment On follow-up five years later, a 24-hour blood pressure mea-
with a calcium channel blocker, a b-adrenoreceptor blocker, an surement was performed. The average 24-hour level was 130/88
a-adrenoreceptor blocker, alphamethyldopa, spironolactone, mm Hg, the daytime level was 135/91 mm Hg, and the nighttime
level was 120/78 mm Hg. The antihypertensive therapy con-
sisted of a calcium channel blocker and a thiazide.
The Nephrology Forum is funded in part by grants from Amgen,
Incorporated; AstraZeneca LP; Merck & Co., Incorporated; Dialysis
Clinic, Incorporated; and R & D Laboratories. DISCUSSION
Dr. Erling B. Pedersen (Professor of Nephrology,Key words: arterial hypertension, renography, color Doppler sonogra-
phy, spiral CT angiography, MR angiography. Aarhus University, and Chief Physician, Department of
Medicine, Holstebro Hospital, Holstebro, Denmark): TheÓ 2000 by the International Society of Nephrology
2657
Nephrology Forum: Diagnosing renal artery stenosis2658
Fig. 1. Conventional renal angiogram (A) at admission to hospital with bilateral renal artery stenosis, (B) two months later with occlusion of the
right renal artery, and (C ) 15 months later with progression of the renal artery stenosis (arrow) on the left side.
patient presented today raises several important ques- are infusion urography, renal-vein-renin measurement
(with calculation of different indices such as renal-vein-tions regarding the screening and diagnosis of renal ar-
tery stenosis. The main topics I plan to discuss include renin-ratio or Vaughan index), the captopril challenge
test, blood pressure response to saralasin or captopril,the following: First, a brief review of the available tests
for diagnosing renal artery stenosis, divided into newer conventional renography, angiotensin-converting enzyme
inhibitor renography (ACE inhibitor renography), andand older methods; second, the clinical criteria that
should be used to select patients for screening for renal color Doppler sonography. The tests from the morpho-
logic group that had been developed and used in theartery stenosis; third, an in-depth analysis of four impor-
tant diagnostic tests—renography, color Doppler sonog- 1980s and 1990s are spiral CT angiography and MR angi-
ography, and from the functional group, ACE inhibitorraphy, spiral CT angiography, and magnetic resonance
(MR) angiography; and finally some guidelines regarding renography and color Doppler sonography. In this Fo-
rum, when I refer to the new diagnostic tests, I meancurrent methods for screening and diagnosing renal ar-
tery stenosis. these four tests.
Let me take a moment to discuss the clinical criteriaThe many tests used to diagnose renal artery stenosis
(RAS) have been predominantly morphologic and func- for screening. Obviously, screening for renovascular hy-
pertension should be performed in patients with a hightional tests. The tests that show morphologic abnormali-
ties in the renal arteries include conventional angiography, or moderate likelihood of having the disease. In this situa-
tion, the prevalence of renovascular hypertension is sodigital subtraction angiography, spiral CT angiography,
and MR angiography. The tests that demonstrate func- high that screening is justified both from a medical and
an economic point of view. Screening for the presencetional abnormalities secondary to a stenotic renal artery
Nephrology Forum: Diagnosing renal artery stenosis 2659
Fig. 1. (Continued).
of a given disease is justifiable only when the screening vascular hypertension or renal artery stenosis is only a
few percent of the population of hypertensive patients.test has sufficient predictive value to be cost effective when
applied to the population deemed eligible for screening. In populations of patients referred to nephrology or hy-
pertension units because of the clinical suspicion of renalThe predictive value of a test, in turn, depends on the
prevalence of the disease. The major requirement of a artery stenosis, renal artery occlusion, or hypertension
accompanied by cardiovascular disease or reduced renalscreening test is a high negative predictive value. For tests
having a sensitivity and a specificity of 95%, the test’s function, the prevalence of renal artery stenosis is much
higher, ranging from 20% to 50% [3–7].positive predictive value is 16%, 28%, 50%, 68%, and
83%—for disease prevalences of 1%, 2%, 5%, 10%, and Screening of all patients who have arterial hyperten-
sion yields a large number of false-positive results—even20%, respectively—whereas the negative predictive value
is more than 95% at each of these prevalence levels [1]. greater than the number of true-positive tests—because
of the large number of patients with arterial hypertensionThe prevalence of renal artery stenosis in the general
population is not precisely known. In the late 1980s, and the low prevalence of renal artery stenosis in unse-
lected patients. Consequently, only that subgroup of pa-however, Anderson, Blakemann, and Streeten, using the
magnitude of blood pressure fall after saralasin adminis- tients with arterial hypertension in whom renovascular
hypertension occurs with a higher prevalence than intration as an indication of renovascular hypertension,
found a prevalence of 3% of renovascular hypertension the general population should be screened. Ideally, this
selection should be based on rigorously defined and well-in 3520 unselected patients with arterial hypertension [2].
Although the accuracy of this procedure is clearly lim- established clinical criteria.
Although physicians do not generally agree about theited, it is commonly believed that the prevalence of reno-
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Fig. 1. (Continued).
clinical selection criteria for screening for renovascular
hypertension, many physicians will agree that Mann and Table 1. Probability of renovascular hypertension based on
Pickering proposed important criteria for selecting pa- clinical criteriaa
tients for screening (Table 1) [8].
Low
Borderline and mild hypertension without hypertensive target-organ
Renography damage
ModerateConventional renography is a well known procedure.
Severe hypertension (diastolic blood pressure greater than 120 mm Hg)ACE inhibitor renography is performed in the same way,
Hypertension refractory to standard therapy (excluding ACE inhibi-
but a crushed tablet of captopril, 25 mg or 50 mg, is given tors and angiotensin II blockers)
Hypertension with abdominal or flank bruitone hour before the procedure. Other ACE inhibitors
Moderate hypertension (diastolic blood pressure greater than 105can be used as well. Several different radiopharmaceuti-
and up to 120 mm Hg) in patients with evidence of occlusive
cal agents have been used, either markers of glomerular vascular disease in the abdomen or the legs, and in patients with
an unexplained but stable elevation of serum creatininefiltration rate (GFR), that is, 99mTc-diethylenetriamino-
Highpentaacetate (DTPA) or renal perfusion, that is, 123I- or
Severe hypertension (diastolic blood pressure greater than 120 mm Hg)125-I-orthoiodohippurate (OIH) and 99mTc mercaptoace-
with either progressive renal insufficiency or refractoriness to stan-
tylglycylglycylglycine (MAG3). Study conditions should dard treatment, especially in patients with evidence of occlusive
vascular disease in the abdomen or legsbe standardized, and the fluid intake should be 500 to
Accelerated or malignant hypertension1000 mL (approximately 10 mL/kg body weight), during
Hypertension with a recent elevation of serum creatinine induced
the hour before the renography to obtain an adequate by an ACE inhibitor
Moderate and severe hypertension with asymmetry of renal sizeurine output.
aModified from [8]Renography, a functional test, gives information about
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Fig. 2. Schematic renograms displaying normal findings (A) and grades 1 (B), 2A and 2B (C), and 3 abnormalities. Reprinted from [9].
total renal function, that is, GFR or renal blood flow. In activity, for example, renal cortical activity 5 (cortical
activity after 20 minutes/cortical activity at maximum) 3addition, single-kidney GFR and mean transit time can
be measured, depending on the technique used. The diag- 100% for OIH and MAG3.
The renographic abnormalities in renovascular hyper-nostic criteria will depend on the tracer, that is, whether
a tracer is used that is only excreted by glomerular filtra- tension can be divided into three grades. For DTPA
(Fig. 2), grade 0 corresponds to a normal renogram. Intion (DTPA), or whether the tracer is excreted both by
glomerular filtration and tubular secretion (OIH and grade 1, the uptake rate is normal or slightly reduced,
Amax is normal or slightly reduced, Tmax is delayed to 6 toMAG3). The difference between the left and the right
kidney with regard to uptake, excretion, kidney size, and 11 minutes (normal, less than 5 minutes), and excretion is
normal or slightly delayed. In grade 2, the uptake iseventual asymmetry can be determined by inspection of
the scintigram and the renogram. However, some param- delayed, Amax is reduced, and Tmax is delayed to more
than 11 minutes, with excretion during 30 to 40 minuteseters usually are calculated to obtain quantitative assess-
ment: (1) the distribution of the uptake of the tracer (grade 2A) or without any excretion during the period
(grade 2B). In grade 3, the uptake is greatly reduced orbetween the two kidneys (split renal function or left-to-
right ratio), that is, the percentage uptake on the left abolished. For OIH/MAG3, grade 0 also corresponds to
a normal renogram. In grade 1, uptake is reduced onand right sides during the first few minutes of the exami-
nation, often during the second and third minute: (2) the affected side, but Tmax is not delayed and excretion
is normal. In grade 2, uptake is reduced, Tmax is delayed,maximum activity (Amax); (3) single-kidney GFR by the
aid of DTPA; (4) single-kidney effective renal plasma and excretion is delayed. In grade 3, no excretion is seen
during the examination period, usually 20 minutes.flow by the aid of OIH or MAG3; (5) the time to peak
activity (Tmax), especially for DTPA; (6) the transit time In patients with significant renal artery stenosis, the
ACE inhibitor renogram will deviate from the baselinein the renal parenchyma; and (7) the residual cortical
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Table 2. Probability of renovascular hypertension based on changes the prevalence of renovascular hypertension is 5% [13].
from baseline renography to captopril renographya
Consequently, many patients with false-positive test re-
Baseline sults will be referred unnecessarily for further examina-
renography Captopril renography tions for renovascular hypertension. If captopril renogra-
Grade 0 Grade 1 Grade 2A Grade 2B Grade 3 phy is used as the screening test, or if captopril-induced
Grade 0 Lb H H H H changes in the renogram are used, both sensitivity and
Grade 1 L I H H H specificity are increased compared with conventional re-
Grade 2A L L I H H
nography. A review of some of the earliest studies ofGrade 2B L L L I H
Grade 3 L L L I I ACE inhibitor renography has been given elsewhere
aData are from [9] [14]. Table 3 shows sensitivity, specificity, and positive
bAbbreviations are: L, low probability of renovascular hypertension; I, indeter- and negative predictive values of studies from the lastminant probability of renovascular hypertension; H, high probability of reno-
vascular hypertension 10 years. Both the positive and negative predictive values
are often 90% to 95% depending on the criteria for a
normal renogram as documented in several papers (Ta-
ble 3) and in reviews [8, 14, 26, 27]. In a retrospective
renogram. The changes induced by an ACE inhibitor analysis of a large group of patients, Van Jaarsveld and
can be analyzed based on the grading system I just cited colleagues concluded that the diagnostic accuracy of re-
and in Table 2. Thus, a change induced by captopril from nography had not been improved by the introduction
grade 0 to 1, 2, or 3, from grade 1 to 2 or 3, or from of captopril [28]. They also concluded, however, that
grade 2 to 3 strongly suggests renovascular hypertension scintigraphy still was the most effective first-line diagnos-
[9]. The changes after captopril can be pronounced, as tic procedure that can reduce the number of negative
in Figure 3. If an improvement in the renogram is induced arteriograms to a level that is acceptable in terms of
by ACE inhibition, that is, a change from a higher to a burden to the patient and cost [28]. In a recent study,
lower grade, the likelihood of renovascular hypertension Roccatello and Picciotto used a modification of capto-
is very low. Abnormalities corresponding to grade 2B pril-enhanced renography, that is, the “expected reno-
and grade 3 usually are not influenced by ACE inhibition, gram” method [23]. In this method, the theoretical con-
or at least only to a small extent. If only ACE inhibitor tralateral curve, called the “expected renogram,” was
renography is performed and baseline renography is calculated frame by frame from renal curves obtained
omitted, scintigraphic abnormalities corresponding to under ACE inhibition and one of two baseline curves.
grade 1, 2, or 3 make renovascular hypertension suspect. The “expected renogram” was compared with the re-
The renographic changes after captopril administra- corded ipsilateral curve. If the difference between the
tion are not specific for unilateral renal artery stenosis “expected” and recorded renograms was more than 62
[9]. Thus, a grade 1 abnormality can be seen both in SD, the patient had unilateral or bilateral renal artery
patients with congenital renal hypoplasia and in patients stenosis. The specificity of the method was as high as
with unilateral loss of renal tissue caused by acquired 95% without any loss of sensitivity compared to the
renal disease other than renal artery stenosis. Grade 2 standard evaluation. The authors concluded that the high
abnormalities can be due to ectasia of the renal pelvis. specificity of the “expected renogram” method can re-
These alterations are accentuated by a low urine volume, duce the number of unnecessary invasive procedures.
but usually no differences are apparent between the left Several investigators have questioned the diagnostic
and right sides. Significant blood pressure reduction also value of captopril renography [4, 6, 17]. However, in one
can result in bilateral grade 2 changes. Grade 3 abnor- study, 50% of the patients had renal artery occlusion, a
malities (OIH) and grade 2B abnormalities (DTPA) can group in which one would not expect captopril-induced
occur in patients with urinary tract obstruction, but usu- changes [17]. In other studies, part of the explanation
ally the affected kidney is larger than the contralateral could be inclusion of a rather large group of patients
kidney, and the pelvis appears dilated on the scintigram. with less than 50% stenosis of the renal artery [4]. In
Conventional renography has been used to screen for the studies by Svetkey et al, the specificity of captopril
renovascular hypertension for many years; the sensitivity renography was as low as 41% [6], but in that study,
and specificity have been calculated as 75% to 85% with captopril renography was considered abnormal only if
OIH [10, 11] or even lower, 43% to 68% with DTPA split-function analysis showed a share fraction of 47%
[12]. A conventional renogram that is negative can have a or less of the total activity on the affected side. Thus,
high predictive value for unilateral renal or renovascular marked differences exist in diagnostic criteria for evalu-
disease in patients with hypertension [13], especially if ating a renogram as abnormal, and these differences
one uses very narrow ranges to define a normal reno- might explain the variations in specificity among studies.
gram. The problem, however, is that the predictive value ACE inhibitor renography with the addition of furose-
mide has never been documented as having higher posi-of a positive test in this situation is as low as 33%, when
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Fig. 3. Conventional renography and captopril renography in the same patient. The conventional renogram (A) was normal, but the captopril
examination (B) gave clear suspicion of renal artery stenosis. Symbols are: (d) left; (r) right.
Table 3. Angiotensin converting enzyme (ACE) inhibitor renography with different tracers in diagnosing renal artery stenosis
Positive Negative
predictive predictive
RAS EH Sensitivity Specificity value value
Author [Reference] N %
DTPA
Pedersen et al [15] 14 10 93 100 100 91
Dondi et al [16] 52 80 92 96 97 95
Chen et al [12] 23 27 91 93 91 93
Mann et al [17] 35 20 51 100 100 54
Setaro et al [5] 58 55 91 87 88 91
Svetkey et al [6] 31 109 74 44 27 86
Pedersen et al [18] 26 16 76 94 94 96
Dey et al [19] 45 43 89 84 85 88
Mittal et al [20] 45 41 82 90 90 82
IOH
Mann et al [17] 35 20 43 90 88 47
Erbslo¨h-Mo¨ller et al [21] 28 22 96 95 95 96
Svetkey et al [6] 31 109 71 41 26 83
MAG3
Nitzsche et al [22] 18 50 94 88 74 98
Roccatello and Picciotto [23]
Standard evaluation 29 20 79 70 79 76
Expected renogram 29 20 79 95 96 76
DTPA or IOH
Geyskes et al [24] 15 19 80 100 100 86
Fommei et al [4] 208 157 63 84 85 63
Roccatello et al [25] 35 32 92 94 94 91
Abbreviations are: RAS, renal artery stenosis; EH, essential hypertension; DTPA, 99mTc-diethylenetriaminopentaacetate; IOH, 133I-or 125I-orthoiodohippurate;
MAG3, 99mTc-mercaptoacetylglycylglycylglycine.
tive and negative predictive values than does a test with- [31]. Erbslo¨h-Mo¨ller and colleagues obtained good re-
sults with furosemide-orthoiodohippurate renography inout a diuretic agent. Using rat models of renovascular
hypertension, Kopecky et al [29] and McAfee et al [30] humans [21], but correspondingly good diagnostic infor-
mation has been achieved in many other studies withoutshowed that captopril accentuated the difference be-
tween the affected and non-affected side when furose- the use of furosemide.
The value of ACE inhibitor renography has been ques-mide also was administered. However, more recent stud-
ies in rats have not been able to confirm these results tioned in patients with reduced renal function. Obvi-
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ously, ACE inhibitor renography will be abnormal in always delayed hippurate handling in the stenotic kidney,
whereas chronic ACE inhibition induced abnormal post-patients with severely impaired renal function, and of
course a reduction in renal function that is severely re- stenotic renograms in only 36% of instances [35]. This
phenomenon might explain some of the variation in sen-duced cannot be expected after captopril administration
in these patients. In patients in whom renal function is sitivity of ACE inhibitor renography in human studies.
An ACE inhibitor renogram always should be done soononly slightly or moderately reduced, some studies have
demonstrated a high sensitivity with regard to renal ar- after acute administration of the ACE inhibitor; the diag-
nostic value of the test is reduced if the ACE inhibitortery stenosis, that is, 87% [5], and 86% [4]; other studies
have reported the sensitivity to be as low as 75% [32]. had been administered chronically, and acute adminis-
tration is omitted during the test.Significantly prolonged residual cortical activity occurred
after renography in patients with renal artery stenosis Stenosis of a segmental branch from the main renal
artery occurs in approximately 10% of patients suspectedand a serum creatinine higher than 1.8 mg/dL, compared
with patients with the same degree of reduction in renal of having renovascular hypertension who are referred
for renal angiography. At present, the value of ACEfunction but without renal artery stenosis [21]. Scoble et
al performed 99mTc-DTPA renography before and after inhibitor renography in this condition is not clear, but a
few case reports suggest that the test might be diagnosti-captopril administration, and the sensitivity was 94% in
bilateral renal artery stenosis (n533; mean serum creati- cally helpful [36, 37]. I conclude that renography, espe-
cially captopril renography, remains an effective screen-nine, 466 mmol/L, 5.3 mg/dL) and 63% if only one kidney
was affected (n512; mean serum creatinine, 264 mmol/L, ing method for renal artery stenosis.
3.0 mg/dL) [33]. Thus, ACE inhibitor renography seems
Color Doppler sonographyable to diagnose renal artery stenosis in patients with
reduced renal function if the renal function is not se- The first studies with ultrasound examination of the
kidneys, that is, M-mode scanning, gave morphologicverely impaired. Datseris et al argue that ACE inhibitor
renography even might be useful for patients with a information. Differences in size between the two kidneys
could be detected easily and of course could be due toreduction in GFR as low as 10 ml/min and a difference
in function of individual kidneys of greater than 10% [34]. renovascular disease, but to many other diseases as well.
More specific signs of renal artery stenosis were notIn patients with bilateral renal artery disease, many
studies have documented high sensitivity of captopril available with this methodology. The next step in the
development of sonography was the use of the Dopplerrenography for diagnosing renal artery stenosis. The sen-
sitivity was 77% in one study [25] and 93% in another technique in examining the renal arteries and measuring
several different velocimetric indices. The recent re-[32]. In patients with unilateral renal artery stenosis,
Fommei, Mezzasalma, and Ghione found a sensitivity of finement of the technique using color Doppler sonogra-
phy has made it possible to examine the intrarenal vascu-73% when the degree of stenosis was equal to or ex-
ceeded 70%, and 69% when the degree of stenosis was lar bed (that is, the interlobar and arcuate arteries), to
calculate pulsatility index or resistive index, and to com-equal to or exceeded 50%; in bilateral renal artery steno-
sis, the sensitivity was 91% when the degree of stenosis pare indices between the two kidneys. In the mid-1990s,
contrast media were added to the color Doppler sonogra-equaled or exceeded 70% on one side and was 86%
when the degree of stenosis equaled or exceeded 50% phy technique, substantially improving the quality of the
Doppler signals. Recently, color Doppler sonographyon one side [4]. Thus, ACE inhibitor renography can give
valuable diagnostic information in patients with bilateral has been done both before and after captopril adminis-
tration in an attempt to improve the predictive value ofrenal artery stenosis, pointing out which kidney is func-
tionally more important. color Doppler sonography, as had been done previously
with renography.How does the administration of antihypertensive drugs
affect the response to captopril renography? Setaro et Color Doppler sonography has been used to identify
the location of a renal artery stenosis by direct measure-al demonstrated that the sensitivity was 75% in patients
who received ACE inhibitor treatment alone or in com- ment at various parts of the renal artery. Several different
indices have been used: peak systolic velocity, renal aor-bination with other antihypertensive agents [5]. In con-
trast, in patients who received an antihypertensive treat- tic ratio, end-systolic velocity, resistive index (RI), pul-
satility index (PI), acceleration time, and accelerationment other than an ACE inhibitor, the sensitivity was
98%; in patients treated with diuretics, the sensitivity index. An enhanced flow velocity in a segment of the
renal artery, especially changes in flow characteristics,was 87%. In most studies, ACE inhibitor treatment has
been discontinued before captopril renography, but ac- has been taken as indicative of renal artery stenosis.
However, several problems have emerged with the usecording to Setaro et al, the sensitivity is reduced only
modestly, even if ACE inhibitor treatment was contin- of direct analysis of flow in the stenotic segment. First,
the method demands optimal sonographic test conditionsued [5]. In animal experiments, acute ACE inhibition
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Table 4. Color Doppler sonography in diagnosing renal artery stenosis
Patients Arteries Positive Negative
N N Degree of predictive predictive
stenosis Sensitivity Specificity value value
EHa or Stenotic
Author [Ref.] controls RAS Controls arteries %
Postma et al [39] 46b 24 — 29 $50 63 86 83 68
Stavros et al [40] 30 26 — 32 $60 95 97 92 98
Kliewer et al [41] 23 23 — 28 $80 66 67 — —
Schwerk et al [42] 53 19 — 19 .50 82 92 — —
Olin et al [43] — — 63 124 $60 98 98 99 97
Spies et al [38] — — 153 42 $50 93 92 77 98
Krumme et al [44] 47 88 — 107 $50 89 92 92 88
Miralles et al [45] 34 44 98 58 $60 87d/76e 91d/92e 86d/86e 92d/87e
Missouris et al [46] — — 24 16 $60 85f/94g 79f/88g — —
Postma et al [47] 52c 19 — — $50 47 97 — —
Nazzal et al [48] — — 70 73 $50 89h/63i 92h/98i 85h/91i 94h/87i
Riehl et al [49] 161 53 — 59 $70 93 96 93 98
aAbbreviations: EH, essential hypertension; RAS, renal artery stenosis
bTechnical failures in 15 of 61 patients
cTechnical failures in 5 of 57 patients
dTest parameter was peak systolic velocity in the renal artery
eTest parameter was renal/aortic ratio
fWithout ultrasound contrast enhancement
gWith ultrasound enhancement
hTest parameter was acceleration index
iTest parameter was acceleration time
and is limited by patient obesity and by intestinal gas high diagnostic values, which do not give true informa-
tion about the methods’ efficacy.overlying the area of interest. Second, the examination
time is long even with experienced staff. Third, accessory Doppler sonography has been used directly on the
renal artery, but the results of different studies varyarteries and aberrant arteries can seldom be detected.
These problems account for the considerable disagree- considerably. Miralles et al found a positive predictive
value of 86% and a negative predictive value of 92%ment over sensitivity, specificity, and predictive values
in the use of color Doppler sonography of the renal using peak systolic velocity in the renal artery [45]. Olin
and colleagues found positive and negative predictivevasculature to screen for renal arterty stenosis. Spies et
al reviewed 18 studies of renal artery stenosis by duplex values of 99% and 97% using either peak systolic veloc-
ity, end-diastolic velocity, or renal-aortic ratios of thesonography from the 1980s to the beginning of the 1990s
[38]. The sensitivity was from 63% to 100% and the renal vasculature to detect a renal artery stenosis [43].
In contrast to these studies, Postma and coworkers foundspecificity from 73% to 100% for detecting a renal artery
stenosis. Table 4 shows sensitivity, specificity, and posi- a sensitivity of 47% in the detection of a renal artery
stenosis and a technical failure rate of 9%; they con-tive and negative predictive values from later studies.
Burdick et al compared velocimetric indices (PI, RI, cluded that ultrasound Doppler pattern recognition of
the loss of early systolic peak in segmental renal arteriesacceleration index, acceleration time) with cut-off levels
of 0.93, 0.59, 7.4 m/s2 and 60 ms, respectively, in patients was not sensitive enough to be used in clinical practice
to detect a main renal artery stenosis in an unselectedwith renal artery stenosis graded to 50% to 95% [50].
Acceleration index and acceleration time had higher sen- hypertensive population [47].
Renal artery stenosis might be diagnosed more effec-sitivity, specificity, positive predictive value, and negative
predictive value than did PI and RI (PI: 73%, 86%, 79%, tively by Doppler sonography of the vasculature distal
to the stenosis. Thus, the segmental branches in the reno-81%; RI: 70%, 82%, 74%, 78%; acceleration index: 89%,
96%, 93%, 93%; acceleration time: 89%, 94%, 91%, vascular tree have been studied in the hope of improving
the diagnostic value of Doppler sonography in renal ar-93% for sensitivity, specificity, and positive and negative
predictive values, respectively). tery stenosis [40]. The advantages of this procedure are
that a direct image of the renal arteries is not necessary,One important point must be taken into consideration.
That is, how have the calculations of sensitivity, specific- and the signals from the segmental arteries are easier to
locate than are the signals from the site of a stenosis inity, and predictive values been performed? In some stud-
ies, patients were excluded before the statistical analysis, the main renal artery. If a stenosis is present proximal
to where the Doppler signal is recorded, changes occurwhen information about the renal arteries was not avail-
able because of technical failure. This method of han- in the pattern of systolic peak flow velocity. A visual
interpretation in the changes of the peak systolic wavedling the data results in inappropriate and unrealistically
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patterns has been reported to be sufficiently accurate to test were slightly lower. We concluded that conventional
renography, captopril renography, and color Doppler so-detect renal artery stenosis [40].
The diagnostic value of color Doppler sonography was nography all were very good screening tests for renal
artery stenosis, but the positive predictive values wereimproved in the late 1990s by the use of an intrarenal
measurement, that is, determination of PI and RI in both clearly highest when using changes from conventional
renography to captopril renography. The combined anal-kidneys. Riehl et al used a combination of RI of each
kidney and side-to-side differences of the resistive indi- ysis of peak systolic velocity and change in RI gave a
positive predictive value of 92% and a negative pre-ces (DR) between the right and left kidney, and found
a sensitivity of 93%, a specificity of 96%, a positive pre- dictive value of 88% in diagnosing renovascular disease
[44]. The study’s conclusion was that only the combina-dictive value of 93%, and a negative predictive value of
98% in detecting a renal artery stenosis of more than tion of intra- and extrarenal scanning with color Doppler
sonography represents an effective screening method for70% [49]. However, these optimistic results contrast with
those of Baxter et al [51], because the examination was significant renal artery stenosis in hypertensive patients.
Recently the Doppler method of diagnosing renal ar-unsuccessful in 16% of the kidneys studied and accessory
arteries were present in 14% of the patients but were tery stenosis has been improved by the use of contrast
media, specifically a galactose microparticle suspensionnot detected in any using intra-arterial digital subtraction
angiography as the “gold standard.” containing microbubbles, which improves the Doppler
signals [46]. The main advantage is an improvement inIn our own study [7], we compared the positive and
negative predictive values of conventional renography, sensitivity from 85% to 94%, the specificity from 79%
to 88%, and a reduction in examination time from 25 tocaptopril renography, and color Doppler sonography in
the diagnosis of renal artery stenosis. These three tests, 14 minutes on an average in this study. The high price
of the contrast media is of course a disadvantage.plus renal angiography, were performed in consecutively
admitted patients with arterial hypertension either be- Another approach for improving the diagnostic value
of color Doppler sonography has been using ACE inhibi-cause of suspicion of renovascular hypertension or re-
fractoriness to treatment. The color Doppler examina- tion before and after the examination. The first papers in
this field reported an improvement in the diagnostic powertions were performed with the patients in the supine
position with lateral scanning of the kidney. The sample of color Doppler sonography [52–54], but further studies
are necessary before the final value of this method canvolume for pulsed Doppler was set at a peripheral artery
in the kidney, presumably an arcuate artery, but always be determined. In summary, the Doppler sonographic
technique has been gradually improved during the lastsymmetrically in the two kidneys. The velocity wave
form was recorded when the patients held their breath ten years. In centers with considerable experience, color
Doppler sonography is an acceptable alternative to re-in expiration. The PI was calculated as an average of
three measurements; only high-quality waves were ac- nography in screening for renal artery stenosis.
cepted (Fig. 4). The diagnosis was based on a difference
Spiral computed tomography angiographyin kidney length of more than 1 cm and/or a difference
of PI value of .0.1. Of 131 patients, 28 had a renal artery The spiral CT scanner consists of a continuously rotat-
ing x-ray tube and an array of detectors mounted on astenosis exceeding a 50% reduction in diameter of the
artery, and 19 had a RAS exceeding 70%. Using the slip-ring gantry; contrast medium is given intravenously.
The patient’s table is gradually moved forward duringEuropean Multicenter Study criteria for renography [4],
we determined that the predictive values of a negative the scanning. The scanning time is approximately 35
seconds, the patient examination time is close to 20 min-test for a RAS greater than 50% were 88% for conven-
tional renography; 90% for captopril renography; 86% utes, and 20 to 30 minutes are necessary for data analysis.
The data, which consist of overlapping transaxial images,for changes from conventional to captopril renography;
92% for abnormalities in conventional renography, cap- can be seen and analyzed using arbitrary cut planes, or
the information can be transformed into angiographictopril renography, or changes from conventional to capto-
pril renography; and 91% for color Doppler sonography. displays by maximum intensity projection (MIP) or
three-dimensional shaded surface displays (SSD).The corresponding values for a RAS greater than 70%
were 94%, 97%, 93%, 98%, and 96%. The predictive Spiral CT angiography is a sensitive and specific test
for visualizing renal arteries and diagnosing renal arteryvalues of a positive test were clearly lower, ranging from
20% to 75%, but best when changes from conventional stenosis (Table 5). Rubin et al compared the MIP and
SSD techniques in 62 renal arteries [55]. When the diag-to captopril renography were used, 69% to 75%. Using
local criteria for renography [15, 18], we determined the nosis was based on MIP, the sensitivity was 93% and
the specificity 83%, but the corresponding values werepredictive values of a negative test to be almost equal
to those obtained by using the European Multicenter 59% and 82% when the diagnosis was based on SSD
[55]. Stenosis of the renal artery was correctly graded inStudy criteria, but the predictive values of a positive
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Fig. 4. A renal artery stenosis on the left side (A) detected by color Doppler sonography. (B) Right side.
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80% by MIP, but only in 55% by SSD. However, when
spiral CT angiography was based not only on MIP and
SSD, but also included the primary transaxial data, a
better result was obtained [56–59]. As Table 5 shows, the
sensitivity was 88% to 99%, the specificity 93% to 98%,
the predictive value of a positive test 88% to 96%, and
the predictive value of a negative test 96% to 98% in
detecting a renal artery stenosis of more than 50% using
spiral CT angiography [56–59].
Spiral CT angiography can also reliably visualize ac-
cessory renal arteries [55, 58, 59]. It detects accessory
renal arteries and aberrant vessels much better than does
color Doppler sonography, and in this regard it is equal to
conventional renal angiography. Grading of renal artery
stenosis (grade 0, no stenosis; grade 1, ,50%; grade 2,
50% to 75%; grade 3, .75%; grade 4, occlusion) by
spiral CT angiography is sufficiently good. Undergrading
or overgrading (when compared to intra-arterial digital
subtraction angiography) are rare and only erred by one
grade [56, 58, 59].
The risk of nephrotoxicity seems to be the same after
spiral CT angiography and conventional angiography de-
spite the fact that the amount of contrast medium used
is around 150 mL in spiral CT angiography and often
less (50 to 100 mL) in conventional angiography [56]. In
the latter procedure, however, the contrast is injected
directly into the renal arteries, whereas injection into a
peripheral vein is used in spiral CT angiography. The
infusion of a high concentration of potentially nephro-
toxic contrast medium directly into the kidney might
explain why the degree of nephrotoxicity is the same in
spiral CT angiography as in conventional angiography,
although the total load of contrast medium is less in
conventional angiography.
The diagnostic accuracy of spiral CT angiography is
reduced in patients with impaired renal function, that is,
a serum creatinine level higher than 130 mmol/L, but
apparently only to a small extent. Olbricht et al reported
a sensitivity of 97.5% and a specificity of 92% in 28
patients with a mean serum creatinine of 309 mmol/L
[60]. Spiral CT angiography gives morphologic informa-
tion about the renal arteries but provides no data regard-
ing renal function or blood flow. This deficiency is in
contrast to renography and color Doppler sonography,
both of which provide some information about renal
perfusion and function.
The most important advantages of spiral CT angiogra-
phy compared to conventional angiography include the
intravenous approach, the visualization of both the arte-
rial lumen and the arterial wall (which can contain calci-
fied plaques), and the three-dimensional visualization
technique [61]. It is a reliable and accurate screening
modality for evaluation of renal arteries in patients with
suspected renovascular hypertension and in potential re-
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Fig. 5. A renal artery stenosis on the left side
(arrow) detected by MR angiography.
vides better visualization of the accessory and distal parts by the use of gadolinium [69, 71, 72]. In addition, the blood
flow in the renal arteries can be measured by phase-contrastof the renal arteries than does MR angiography. In con-
MRA by the breath-hold technique [74–76]. If this tech-clusion, spiral CT angiography is a very effective method
nique can be refined to sufficient accuracy and reliability,for diagnosing a renal artery stenosis and quantitating
a new field of diagnostic possibilities will emerge. Anthe severity of the stenosis.
accurate estimation of the blood flow in the individual
Magnetic resonance angiography kidney would be a great step forward in the diagnostic
evaluation of patients with renal artery stenosis. Com-I will discuss the technique of magnetic resonance
angiography (MRA) only briefly (Fig. 5). Nuclei of some parison of the TOF technique with the phase-contrast
technique has revealed that the major advantage of theatoms have a magnetic moment, and a strong electro-
magnetic pulse destabilizes the protons. When protons former is a relatively short scanning time; its major disad-
vantage is less background suppression. The phase-con-return to baseline stability (relaxation) they emit energy,
that is, magnetic resonance, which can be measured. The trast technique has a relatively long scanning time but
good background suppression.two main techniques for imaging flowing blood in vessels
are time-of-flight (TOF) and phase-contrast sequences; Although MRA visualizes the main renal arteries in a
reliable way, this method has limited power in visualizingthe basis of these techniques is magnetic resonance of
protons contained in the water molecule. Using the TOF intrarenal arteries. However, further refinement of the
MR technique might allow adequate viewing of renaltechnique, the flowing blood produces a bright signal
when it is unmagnetized and unsaturated in terms of artery branches [77] and of the segmental arteries [78].
Furthermore, accessory renal arteries often are over-electromagnetic pulses compared with the adjacent tis-
sue. In the phase-contrast technique, the flowing blood looked, but the number of missed accessory renal arteries
can be reduced to less than 10% with gadolinium [69, 72].is bombarded by radio frequency pulses within the mag-
netic field and undergoes phase changes relative to the Patients with impaired renal function have an in-
creased risk of contrast nephropathy. In the evaluation ofadjacent tissue. These phase differences are the basis
for the image of the moving blood. By using a contrast these patients, initial information about the renal arteries
should be obtained by MRA. Potentially more nephro-medium, gadolinium, the relaxation time of the flowing
blood can be shortened, and the intravascular signals toxic studies then often can be avoided. Using the TOF
technique, Yucel et al observed a sensitivity of 100%and the quality of the image can be improved.
The sensitivity and specificity of MRA are 90% to and a specificity of 93% with regard to the presence or
absence of severe renal vascular disease (mean serum100% in most studies (Table 6). It is a limitation of MRA
that only the first 3 cm of the renal arteries can be reliably creatinine, 297 mmol/L; range, 198 to 583 mmol/L) [79].
Later analyses have shown that gadolinium-enhancedvisualized, but the technique is improved considerably
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MRA is a useful test for evaluating renal artery disease
in patients with compromised renal function [80, 81]
and caused no apparent nephrotoxicity in a retrospective
study [82]. In addition, MRA can provide an accurate
image of the renal transplant artery in a noninvasive
manner with a high sensitivity and specificity [82].
Magnetic resonance angiography is most useful in pa-
tients with renal artery disease caused by atherosclerosis,
as this lesion most often is localized in the proximal part
of the renal artery. Lesions in the distal part of the artery
are not visualized consistently. Thus, MRA cannot be
recommended in patients suspected of having fibromus-
cular dysplasia, because the lesions in this disease are
often localized in the distal part of the renal artery and
in the segmental arteries. The degree of stenosis can be
estimated by MRA [83], but the grading of stenosis has
not been refined to the same degree as that determined
by spiral CT angiography and conventional angiography
[83, 84].
In most patients with a high or moderate clinical likeli-
hood of having renal artery stenosis, MRA can replace
conventional angiography [85–87], especially in patients
with reduced renal function. If screening with renogra-
phy or color Doppler sonography has suggested renal
artery stenosis or occlusion, the diagnosis can be verified
or refuted by MRA when the lesion is in the proximal
part of the renal arteries. However, spiral CT angiogra-
phy or conventional angiography is often prudent if one
suspects stenosis of a branch renal artery or one or more
accessory or aberrant arteries.
Recommended guidelines
Tests for screening and diagnosing renal artery stenosis
should be performed in patients with a high or moderate
likelihood of having the disease according to the criteria
previously discussed. In patients with normal renal func-
tion, the first test should be ACE inhibitor renography,
conventional renography, or color Doppler sonography.
The choice of the test depends on local experience and
equipment. The results of renography are less dependent
on the personnel performing the test than is the case
with color Doppler sonography. The screening quality of
the test chosen should be very high; that is, the predictive
value of a negative test result must be more than 90%.
Under these conditions, a negative test will imply that
no more examinations should be performed to diagnose
a renal artery stenosis. However, if the test is positive,
some kind of renal imaging must be performed. Spiral
CT angiography or MRA are the best choices. Spiral CT
angiography is superior to MRA in detecting accessory
arteries and abnormalities in the distal part of the renal
artery. If one’s suspicion focuses on an atherosclerotic
renal artery disease, the lesion will likely be in the proxi-
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mal part of the artery, and MRA has sufficiently high
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accuracy. Conventional renal angiography generally would Sahlgrenska Hospital, Gothenborg, Sweden): I have a
comment on screening tests. They should of course benot be necessary.
In patients with mild to moderately reduced renal cost effective, noninvasive, and allow an exclusion of the
presence of the lesion (a high negative predictive value).function, that is, serum creatinine less than 200 mmol/L
(|2.3 mg/dL), the same initial test can be used, either The best screening tests today are captopril renography
and duplex Doppler ultrasound. Renography is a rela-renography or color Doppler sonography. However, for
imaging the renal arteries, MRA is preferred over spiral tively invasive test (injection of tracer, administration of
captopril) and needs accurate standardization for evalua-CT angiography to avoid the risk of nephrotoxicity.
In patients with severe impairment in renal function, tion. It is also time consuming, as a two-day protocol
has been advocated. Ultrasound, on the other hand, isneither renography nor color Doppler sonography offers
substantial assistance in diagnosing a renal artery steno- totally noninvasive and easily performed by a trained
technician in a 30-minute recording of the flow velocitysis. Magnetic resonance angiography is recommended.
If MR scanning is not available, either spiral CT angiog- spectra downstream from the renal artery stenosis, that
is, recording in the intralobular arteries and not attemptingraphy or conventional angiography must be done, al-
though both carry a calculated risk of nephrotoxicity. to image the stenosis itself. Ultrasound by this technique
is a physiologic measurement, not a morphologic one.
We have reported that ultrasound investigation is at least
QUESTIONS AND ANSWERS
as good as a captopril renogram if not better, concerning
Dr. Nicolaos E. Madias (Executive Academic Dean, both sensitivity and specificity and concerning both posi-
Tufts University School of Medicine, Boston, Massachu- tive and negative predictive values. Therefore, we strongly
setts): For screening renography, how does one select advocate the use of duplex Doppler ultrasound for the
the radionuclide to be used? screening of renovascular disease.
Dr. Pedersen: We have used a marker of GFR, that Dr. Pedersen: We recently compared captopril renog-
is, DTPA, but you can use a marker of renal perfusion raphy and color Doppler sonography in a large consecu-
instead, that is, 123I-orthoiodohippurate (OIH), 131I-ortho- tive series of patients with severe hypertension and suspi-
iodohippurate (OIH), 99mTc-mercaptoacetylglycylglycyl- cion of renal artery stenosis [7]. Both tests were effective
glycine (MAG3), or other tracers. Both OIH and MAG3 and the predictive values were very similar. You do not
are excreted by glomerular filtration and tubular secre- always need to perform both conventional renography
tion; DTPA is eliminated only by glomerular filtration. and captopril renography. If you start with a captopril
131I-orthoiodohippurate might be inferior to the other renogram, and it is normal, you do not need to go further.
tracers mentioned, because it gives a relatively higher However, if the captopril renogram is abnormal, you
dose of radiation. OIH and MAG3 seem to be equally should proceed to conventional renography. Character-
good tracers, but MAG3 might be the most practical istic changes between the two renograms predict the
because it uses technetium. existence of renal artery stenosis. In addition to the diag-
Dr. Madias: You mentioned that simultaneous ad- nostic value, these changes will also predict a good out-
ministration of furosemide does not increase the diagnos- come of intervention, that is, elimination of the renal
tic accuracy of captopril renography. When we described artery stenosis either by PTRA or surgery [18]. Renogra-
captopril-induced functional azotemia in renovascular phy demands intravenous injection of the tracer. But in
disease, we noted that an element of volume depletion modern ultrasound examination, contrast medium also
conditioned by either low-sodium diet or diuretics was has to be given intravenously. Thus, color Doppler so-
a risk factor for developing this form of acute renal nography can include an invasive procedure. Regarding
failure. I would anticipate that prior administration of the costs of color Doppler sonography and renography,
furosemide actually might increase the predictive value I am not so sure that they differ much. Of course, the
of the test. Are there any observations on this variation quality of the technique depends on the person per-
of the procedure? forming the color Doppler sonography. A physician need
Dr. Pedersen: In healthy subjects, some degree of not perform renography, but one might be necessary for
volume depletion induced either by dietary sodium re- color Doppler sonography. The contrast media used for
striction or by diuretics increases the activity of the renin- color Doppler sonography are very expensive, so this
angiotensin system. Under these conditions, blockade of technique might be even more expensive than renogra-
the system by captopril increases the degree of blood phy. For the time being, I think the most balanced point
pressure fall. Administration of furosemide has been of view is that both captopril renography and color
recommended, but other studies report no increase in Doppler sonography are effective methods of screening
either the positive or negative predictive values when for renal artery stenosis, and that the cost depends very
using sodium depletion before renography. much on the local set-up, procedures, and choice of ra-
dionuclides or contrast media.Dr. Mattias Aurell (Department of Nephrology,
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Dr. Madias: You mentioned the limitation of color cerebrovascular insults were reduced. The message from
these studies is clear: elderly patients with hypertensionDoppler sonography in identifying accessory renal arter-
ies. What about occluded renal arteries and abdominal should be treated with antihypertensive agents. How-
ever, it is much more difficult to discern to what extentaortic aneurysms with associated renovascular stenosis?
Dr. Pedersen: An occluded renal artery usually can interventional treatment (PTRA or surgery) should be
instituted in elderly patients with renovascular hyperten-be detected either by color Doppler sonography or renog-
raphy. The presence of an abdominal aortic aneurysm sion, ischemic renal disease, or both. If the patient’s overall
clinical condition is good but the blood pressure is diffi-might result in a lower peak systolic velocity due to vascu-
lar dilation that can affect interpretation if used as the cult to control by medication, one should perform both
conventional and captopril renography in patients withreference value in calculating the renal/aortic ratio. How-
ever, an abdominal aortic aneurysm usually can be de- a renal artery stenosis, and a renal vein catheterization
for determination of renal-vein renin if a renal arterytected by ultrasound examination. Color Doppler sonog-
raphy is limited in its ability to identify accessory arteries, occlusion is present. Characteristic changes from conven-
tional to captopril renography or lateralization of reninand an abnormal increase of collateral circulation in the
kidney secondary to a renal artery stenosis or to an secretion by measurement of renal-vein renin concentra-
tions indicate that the stenosis/occlusion has pathophysi-occlusion might affect the intrarenal Doppler indices.
Dr. Madias: One might expect that the age of the pa- ologic significance. In addition, these results predict that
intervention (that is, PTRA with or without stenting intient and the nature of the renal artery stenosis (athero-
sclerosis versus fibromuscular dysplasia) might affect the renal artery stenosis, and nephrectomy, when renal ar-
tery occlusion has resulted in a small shrunken kidney)various indices of Doppler sonography on the basis of
a variable compliance of the prestenotic vessel. Is there most likely will be successful. If, however, the patient’s
blood pressure is well controlled by antihypertensivesupport for such considerations?
Dr. Pedersen: Renal resistive index increases with age therapy and no serious side effects are present, one
should avoid invasive intervention. In some elderly pa-[88]. Thus, age might be a complicating factor because
of increasing stiffness of the arteries, and it might be tients with hypertension, the overall clinical condition
can be poor because of diseases affecting many organs.necessary to apply normal ranges specific for the elderly.
Dr. Risto Ika¨heimo (Department of Medicine, Kuopio In these patients the possibility of successful intervention
is limited, so I would recommend treating the bloodUniversity Hospital, Kuopio, Finland): What is your rec-
ommendation for follow-up in patients who had been pressure only with antihypertensive agents.
Dr. Svend Strandgaard (Department of Nephrology,treated for renal artery stenosis with PTRA with or with-
out stenting? Is clinical monitoring sufficient, or should Herlev Hospital, Copenhagen, Denmark): What is your
view of the nephrotoxicity of gadolinium? Some radiolo-we routinely use spiral CT angiography, MR angiography,
or digital-subtraction angiography after 6 or 12 months gists have suggested that gadolinium be avoided in pa-
tients with severely impaired renal function.to detect a possible restenosis?
Dr. Pedersen: It is generally agreed that these patients Dr. Pedersen: Nephrotoxicity is a risk when MR angi-
ography is performed with gadolinium. In dialysis pa-should be evaluated regularly. Minimal tests are mea-
surement of blood pressure and serum creatinine. If ei- tients we perform dialysis after the examination. In pa-
tients with chronic renal failure who are not on dialysis,ther blood pressure or serum creatinine increase, you
must do imaging tests. I would start with color Doppler there is a risk of inducing acute renal failure, and one
should be prepared for this. However, the general im-sonography, and I would proceed with either MR angiog-
raphy or spiral CT angiography if the problem remains pression is that gadolinium is less nephrotoxic than are
conventional radiocontrast media [80, 81].unresolved. If blood pressure and serum creatinine are
unchanged at routine visits to the outpatient clinic, I Dr. Strandgaard: Some data suggest that around
10% of a dialysis population has chronic renal failure dueadvocate that a color Doppler sonography be performed
at least once yearly. Previous studies have shown that to ischemic nephropathy. How can we identify patients
when they are in the predialysis stage?color Doppler sonography can detect progression of re-
nal artery stenosis. Dr. Pedersen: Neither color Doppler sonography nor
renography is useful in diagnosing ischemic nephropathyDr. Ika¨heimo: Have you advice, guidelines, or an algo-
rithm for evaluating the need for intervention in elderly in patients with severely impaired renal function. But
conventional ultrasound examination can provide infor-atherosclerotic patients who have hypertension and a
renal artery stenosis? mation about the kidneys’ size. When both kidneys are
small and shrunken, end-stage renal failure can hardlyDr. Pedersen: The randomized and placebo-controlled
studies from the 1990s have shown a reduction in mortal- be prevented, and further examination to detect reno-
vascular disease is not warranted. On the other hand,ity and morbidity in elderly hypertensive patients during
antihypertensive treatment. Specifically, the number of when one or both kidneys is normal in size or is only
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moderately reduced in size, some nephrons might be saved a stimulation of compensatory factors that antagonize
if the renal artery stenosis is repaired. An MR angiogram angiotensin II-induced vasoconstriction and sodium and
of the renal arteries will clarify the extent and severity water retention. Thus, the balance between pressor and
of the renal artery disease and also whether a stent depressor factors might differ in different patients with
should be used for treatment. Recent studies have shown renal artery stenosis. This might explain why some pa-
that PTRA followed by stenting is effective in treating tients react with hypertension to renal ischemia and why
renal artery stenosis close to the ostia, where most ath- others do not.
erosclerotic lesions are localized [89, 90]. So I suggest Dr. Madias: Is it common for morphologic screening
that ultrasound examination be used to estimate the size tools for renovascular disease to underestimate the de-
of the kidneys when ischemic nephropathy is suspected. gree of stenosis in cases of eccentric plaques?
Ultrasound can be followed by MR angiography if at Dr. Pedersen: Spiral CT angiography is especially
least one kidney is not severely shrunken or contracted. suited to calculating the degree of a renal artery stenosis.
Dr. Madias: I would like to revisit the criteria you You can calculate the sectional area of a stenosis more
mentioned for determining the clinical suspicion of reno- precisely than by conventional two-dimensional angio-
vascular hypertension. The reference you cited [8] men- graphic methods. In addition, spiral CT angiography can
tions hypertension refractory to standard therapy as one easily detect calcium-containing plaques in the vessel wall.
such criterion. The question is, what constitutes standard Dr. Anders Hartmann (Department of Nephrology,
therapy? Evidently, renovascular hypertension exhibits Rikshospitalet, Oslo, Norway): Did you ever consider
excellent responsiveness to ACE inhibition. If these using PTRA and right renal artery stenting in your pa-
medications are included in standard therapy, this clini- tient to salvage renal function and not only to treat hy-
cal criterion would lose part of its diagnostic sensitivity. pertension? If the patient has a very severe renal artery
In fact, one can use excellent blood pressure response stenosis, would you recommend primary treatment with
to ACE inhibitors as a criterion pointing to the diagnosis PTRA just to save renal function?
of renovascular hypertension. Dr. Pedersen: In patients with renal artery stenosis,
Dr. Pedersen: Standard therapy has to be defined one always needs to consider whether treatment with
when we use this concept in clinical criteria to define PTRA, with or without stenting or surgical reconstruc-
refractory hypertension. In patients with renal artery tion, should be instituted or whether medical treatment
stenosis, blood pressure often can be well regulated by should be recommended. The two goals are to reduce
either an ACE inhibitor or an angiotensin II blocker. In blood pressure and to save nephrons. One very impor-
the definition I and others use, standard therapy does tant consideration is the size of the affected kidney. If
not include these two types of drugs. Also, recurrent
the kidney is small and shrunken, as was the right kidney
episodes of acute pulmonary edema in patients with mod-
in the presented case, and it has lost almost all excretoryerate to severe hypertension, renal insufficiency and, es-
function, there is nothing to rescue. The kidney shouldpecially, well-preserved left-ventricular function should
be removed if the patient’s blood pressure is difficult tobe added to the list of clinical criteria that should lead
control and there is evidence of increased renin secretionto suspicion of renovascular disease. This clinical presen-
from the affected side. Thus, we removed the severelytation appears to be a marker of bilateral renal artery
contracted kidney in today’s patient. The left kidney wasstenosis often in the company of unilateral occlusion.
not reduced in size, at least not very much. InterventionalDr. Anders Alvestrand (Department of Nephrology,
treatment therefore was appropriate. At that time, PTRAHuddinge Hospital, Stockholm, Sweden): You men-
was very rarely used for ostial stenosis because the resultstioned that renal artery stenosis has been found in several
were poor, especially with the lack of technical successpatients without a history of hypertension. Why do some
and a large risk of restenosis. Stenting had not yet beenpatients with renal artery stenosis develop hypertension
introduced. Thus, surgical treatment was chosen for thewhile others do not?
left renal artery stenosis. Nowadays the strategy wouldDr. Pedersen: Autopsy and angiographic studies have
be different. Ostial stenosis can be successfully treatedshown that patients can have renal artery stenosis with-
with PTRA if you put in a stent in the same sitting andout hypertension. First, let me say that the degree of
allow the stent to extend to the outer part of the aortarenal artery stenosis is not very well quantitatively de-
to avoid or minimize neointima formation [89, 90]. Thisscribed in the autopsy reports from the 1960s; that is,
treatment allows you to attempt both to salvage thesome of the stenoses might have been modest and not
kidney and to reduce or normalize the blood pressure.had pathophysiologic significance. New analyses have
Dr. Aurell: We have used carbon dioxide angiogra-shown some discrepancy between the degree of stenosis
phy in patients with severely reduced renal function, thatdetermined by the radiologists and the pathologists. Sec-
is, GFR values below 20 mL/min/m2 BSA. The techniqueond, the kidneys’ response to ischemia will partly be a
stimulation of the renin-angiotensin system and partly has been very rewarding to us for several reasons. But
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I wonder whether you do not favor this technique, as betes mellitus are referred to nephrologists because of
their renal failure. How should one diagnose renal arteryyou did not mention it.
Dr. Pedersen: Digital subtraction carbon dioxide an- stenosis and ischemic renal disease in these patients?
Dr. Pedersen: Patients with type 2 diabetes mellitusgiography and venography have become an alternative
to angiography using iodinated contrast medium. An have a high prevalence of atherosclerotic lesions in the
arteries in the brain, heart, legs, and kidneys, and in theunderstanding of the behavior of CO2 is necessary for
performing this technique safely and for optimizing im- aorta. Thus, these patients have an increased risk of renal
artery stenosis. If the renal function is normal or onlyaging. The diagnostic quality is equivalent to that ob-
tained by conventional angiography. However, the risk slightly reduced, you can screen for renal artery stenosis
using the same procedure as in nondiabetic patients. Ifof neurotoxicity precludes the use of CO2 cerebral angi-
ography, and there might be a risk of spinal cord damage renal function is moderately or severely impaired, nei-
ther renography nor color Doppler renography will yieldvia the spinal arteries when CO2 angiography is used for
visualization of the intra-abdominal vessels [91]. much information. Because of the increased risk of radio-
contrast-medium-induced nephrotoxicity in these pa-Dr. Madias: What drugs do you discontinue when
you plan to do renography? tients, we recommend doing MR angiography if possible
instead of spiral CT angiography or conventional angiog-Dr. Pedersen: The short answer is that you screen for
renal artery stenosis using captopril renography without raphy.
Dr. Helena Jaakkola (Department of Internal Medi-discontinuing any drugs. If the test is normal, you have
screened effectively and you do not need to go further. cine, Helsinki University Central Hospital): What is the
relevance of dyslipidemia in renal artery disease? CanIf the captopril renogram is abnormal, we perform con-
ventional renography after discontinuation of ACE in- cholesterol-lowering agents prevent the progression of
atherosclerotic renal artery disease?hibitors and angiotensin II blockers for about two weeks.
Generally speaking, other classes of antihypertensive Dr. Pedersen: I am not aware of any studies that
have specifically tested the effect of cholesterol-loweringagents do not affect the results of captopril renography,
or they do it only modestly. drugs on atherosclerotic lesions in the renal artery. An
elevated plasma cholesterol level generally increases theDr. Aurell: What is the outcome of interventional
treatment in patients with negative captopril renograms? risk of atherosclerosis in the arterial tree, and presum-
Dr. Pedersen: Geyskes and de Bruuyn performed ably also in the renal arteries.
clinical follow-up in 77 patients with renovascular hyper- Dr. Madias: How do these screening modalities per-
tension who were treated with PTRA [92]. Among the form in renovascular stenosis of a transplanted kidney?
58 patients who were cured or whose blood pressure im- Dr. Pedersen: Color Doppler sonography might be
proved, captopril renography was abnormal in 91% of difficult to use, at least when the intrarenal vessels are
all patients, in 95% of patients with unilateral stenosis, used for evaluation, as they can be affected to some
and in 86% of patients with bilateral stenosis and bilat- degree by vascular changes due to chronic rejection.
eral treatment. Among the 19 patients whose blood pres- Renography might give some information, but you need
sure did not change, captopril-induced changes on the another kidney to compare with. I think I would use one
renogram were lacking in 68%. These results lead one of the imaging methods. I would use MR angiography,
to argue that interventional treatment should not be per- because the most common place for a renal artery steno-
formed in patients with a negative captopril renogram. sis in a transplanted kidney usually is very close to or at
Geyskes and de Bruuyn concluded that the success of the arterial anastomosis, where it can easily be detected
PTRA in patients with a negative captopril renogram by MR angiography.
was so poor that it would have been better had they not
Reprint requests to Dr. E.B. Pedersen, Department of Medicine,performed angiography and PTRA at all [92]. On the
Holstebro Centralsygehus, Laega˚rdvej 12, 7500 Holstebro, Denmark.
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